(19) 




Russian Agency for Patents and Trademarks 



(11) Publication number: RU 2054936 CI 



(46) Date of publication: 19960227 

(21) Application number: 94012067 

(22) Date of filing: 19940407 
(51) Int. CI: A61K31/185 

(71) Applicant: Elizarova E.P.Mizina T.Ju.Nedosugova L.V.Balabolkin M.I.Mifkina L.I.Orlova 
Ts.R.Petrov V.I. 

(72) Inventor: Elizarova E.P., Mizina T.Ju., Nedosugova L.V., Balabolkin M.I., Mit'kina L.I., Orlova 
Ts.R. t Petrov V.I., 

(73) Proprietor: Elizarova Evgenija Pavlovna 



(54) MEMBRANE-STABILIZING AGENT FOR TREATMENT OF PATIENT WITH INSULIN -DEPENDENT 
AND INSULIN-INDEPENDENT DIABETES MELLITUS 

(57) Abstract: 

FIELD: medicine. SUBSTANCE: method involves the use of taurine as membrane-stabilizing agent both 
at insulin-dependent and insulin-independent diabetes mellitus that provides the significant 
improvement of patient state and stabilization of process course. EFFECT: enhanced effectiveness of 
treatment. 3 tbl 



RU 2054936 CI 





(21) Application number: 94012067 

(22) Date of filing: 19940407 
(51) Int. CI: A61K31/185 
(56) References cited: 

MamsoBCKHH M.J}. JleKapcxBeHHbie cpeflcrsa. M., 1993, c.U6. 

(71) Applicant: EjnroapOBa E.n.Mrc3HHa T . K). HejjocyroBa JI.B.Eana6G/naiH M:H.MirrbK*iHa 
Jl.M.OpnoBa U.P.nerpoB B.M. 

(72) Inventor: EjuraapoBa E.IL, MH3HHa T.BD., HeAocyroBa JI.B.. Eana6ojiKHH M.M., MirrbKMHa 
n.M., Op/iOBa U.P., nerpos B.M., . • ... 

(73) Proprietor: EjnroapOBa Ebtchhh naanoBHa . . "' 



(54) MEMBPAHOCTABWJIM3MPyK>mEE CPEJJCTBO J\J[5i J7EMEHI15I EOJIbHfcDC C 
MHCynMH3ABMCWMHM M MHCyJIKHHE3ABMCMMLJM CAXAFHMM flMABETOM ; \ 

(57) Abstract: . t/ , - v . ••• 

I43o6peTeHne othocmtch k MeflramHe, b nacTHocTH k aHHOKpHHOJiorcm, m KacaercH JieMemiH 6ojibHbix 
caxapHbCM jjna6eT0M. Ann 3Toro . npejyi araercyi ncnojib>30BaTb - TaypwH , b Ka^ecTBe 
MeM6paHocTa6iuiii3iipyK)ii;ero cpejjcTBa kok npK ; KHcyjiWHaaB^cMMOM, Tax w MKcyjunme3aBHCHM0M Tune 
3a6ojreBaHMH. -mto o6ecneMH3aer 3HawTejibnce yJiyHiijeHiie coctohhhh fiojiBKhix h cra6iuni3aiiHK). TeHeHHH 
irpoi;ecca. 3 Ta6ji.. - « - ■ 
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Description (OnncaHHe H3o6pereHH5i): 

M3o6peTeHHe othochtch k Me^rajHHe, b mscthoctm k a^oKpHHonoruM, h mohlct 6biTb Hcnojib30BaHO b 
KJiHrnraecKHx ycjioBHHx jjjih netiemiH 6onbHbix c wHcynnH3 aHwcuMbtM h wHcyjEHKOHesaBwcuMbiM caxapHbiM 
nHaoeroM. 

B HHTepaType H3BecTHbi flaHHbie o c axapocmtra; ajoineM 3(}x}>eKTe Taypima b 3KcnepHMeHre Ha mo^cjth 
caxapHoro nHa6era. TaKOH 3<}x}>eKT o6HapymeH Ha MOflenM armoKcaHOBoro niia6eTa b ocrpoM onwre c 
KOHi^eHTpamieM TaypHHa, ^ocTMT'aiom;eH 200-300 mt/kt, hto coorBeTCTnyer ontiopa30BOH np3e npenapaxa b 
nepecMere Ha uenoBeita BecoM b70kt 14-20 r. nonarariH, wto TaypnH ^eftCTByeT uepe3 cHcreMy BropHMHbix 
nocpe^HHKOB, a wMeimo nepe3 ujouiMMecKne HyKJieom^bi. IfoBecTHo, hto 3Ta CMcreMa OTBercTBeHHa 3a 
6biCTpbie OTBerbi KJienm Ha ^efiCTBHe HeKoropbix ropMOHOB. Ha H30JixrpoBaHHOM nep4>y3HpoBaHH0M cepjme 
BbiHBneH noreHUHpyioinMfi 3<Jx}>eKT TaypHHa Ha caxaponomuKaioinee n,eHCTBHe wHcyjiMHa c KOHueHTpanHeM 
aMHHOKncjioTbi b onbiTe 10 mM. riojjo6Hfaril 3((x}>eKT MO»eT 6biTb o6ycjioaneH yBemraeHHeM aKTHHHocTM 
rjiwKoreH cMHTera3bi 1 h yMeHbmeHneM aKTWBHOCTH 4>oc(t>opitria3bi. Bbui BbijjejieH peuenTop nHcyrama h 
noKa3aH nopnnpK cponcTBa TaypHHa k 3 to My peuenTopy, a Taxme BbicKa3aH0 npennanojKeHMe o 

B03M0JKH0M 3<j)<j>eKTe 3T0H i KMCJTOTbl. ^!CpC3 .HHCyJTHHOBbie peueilTOpbl. OnKOKO 3TH ^aHHbie He J^aiOT 

ocHOBaHHH peKOMeHjjoBaTb TaypnH ^jih netieHUH . 6orrbHbix c caxapnbtM jntfa6eroM. JJo3bi, KOTopwe MoryT 
6biTb npHMeHeHbi M3 npiiBen,eHHbix HCTOMHHKOB no npennojiaraeMbiM MCxaHU3MaM neHCTBHH cjhhhkom 
BejiMKH. ripn a6cojnoTHOH HeroKCiraHOCTH TaypHHa, ho npn jynrrejibHOM npwMeHeHMM ero b HjmHHKe b 

n0^06HblX KOHmeHTpaiQIHX BO3M0JKH0 nOHBJieHHe no6oTObLX 3<jxj>eKT0B. 

W3BecTH0, trro npH ^ecTa6HJDi3ai|Hii caxapnoro n,ifia6eTa HapymaercH KOMno3HUHH MeM6paHHbix 
4>oc(j>oraoTiiHpB h cooTHouieHHe xanecrepHHa MeM6paH k <j>oc4>ojBmHn i aM. B HacTonmee BpeMH npe^niojiaraioT, 
wro kmchho 3TH H3MeHeHHH Moryr HBjiHTbCH np^HHOH rny6oKoro 'HapyineraiH o6MeHa BeinecrB b KJieTKe. 
J^eHCTBHTejibHO , rrpM jietieHHM naqweHTOB c caxapHbtM /n*a6eroM npenapaTaMM, cnoco6HbiMH 
cra6iuiH3iipOBaTb Te^eHHe 6ojie3HH, Ha6jnon,aeTCH H3MeHeHne cooTHomeHHH <J>oc<}>anHiiHnpB H - B nepsyio 
o^epenb, oTHorneHHe ocHOBHoro 4»c<J>ojiiinHna BHyTpeHHew MeM6paHbi 4*^4 >aT W^ MJ13TaHOJiaM]HHa K 
4>oc4>ojiHniTO r BHenmen MeM6paHbi 4>oc(J)aTH^HnxonHHy. MccjienoBaioiH noKasbiBaioT: ^weTOTepanHH 
coxpaHHer naTonoriraecKiie M3MeHeHHH orHoineHHH (JoctjwjTHnH^oB (<DJ1). flHa6eroH HopMarnroyKxr <t>n 
craxyc MCM6paH y naimeHToe c enepBbie BbiHBneHHbXM caxapHbiM AMa6eTOM h He BJomeT Ha 3acTapejibie 
<J)opMbi. BuryaHimbi KoppernpyiOT ypoBenb xonecrepHHa, ho He bjtwhiot Ha (J)oc<J)ojTmrw ) ^^Hbie HapymeHHH. 
MaHHHMJi (ochobhoh npenapax b HacroHmee BpeMH ajih ^HaoeTHKOB BToporo Tuna) He BOCcraHaBJiMBaeT 
jTHJin^Hbrw cocTaB apHTpoiiHTa w Momerr ycyrydriHTb cabhth. 

CymHocTb H3o6peTeHHH: npe^naraeTCH TaypHH b KanecTBe MeM6pamtoro cra6MJiM3aTopa. 

npeAnojiommiH, hto TaypHH npn AJTWTenbHOM npHMeHeHHH ero b Manbix R03ax Ronmeu H3MeHHTb 
4>oc4>onHriH?nibai cocraB MeM6paHbi h o6mch jthtih^ob, nocne nero h flOJiHma HacTynwTb cTa6anH3aqwH 
TeMeHHH 6one3HH. JHeHCTBMTejibHo, 3<))(j)eKT HacTynaji npH6nH3HTeniiH0 Mepe3 ^Be He^ejm ot Havana 
jieueHHH. HaKonneHHe npenapaTa b opraHH3Me HCKjnoueHo, TaK Kan W3 yme onydrmKOBaHHBix pa6oT 

M3BCCTH0, IITO TaypHH, He aKKyMyJIHpyHCb B TKaHHX, BblBO^HTCH C XOJIMeBbIMM KHCJlOTaMH H C MO MOM. 

C^BHHyrb KOHi;eHTpanHio 3Hj;oreHHoro TaypHHa npaKTHuecKH hcbo3mojkho, ^ase npH ^JDrrejibHOM 
ynoTpe6jierotH ero b 6ojibmnx ^03ax. 

J^03bi f Mcnojib30BaHHbie ^jih Jie^ieHHH 6o/ibHbix c caxapHbiM ^wa6eTOM, Boo6me He oojia^aioT 
caxapocHmsaioimiM 34xJ>eKTOM, h b npe^inecTByiomHX nyojiHKaujiHX aKcnepuMeHTaxopbi He pa6oTarai c 
no^o6HOH KOHi;eHTpaiijieH TaypHHa Ha uejioM hchbothom h TeM 6onee He npe^noji ara/rw nojjo6HbiM 34>4>eKT 
Taypiraa Ha MeM6paHy hh npH 3KcnepHMeHTa/ibH0M caxapHOM ^Ma6ere, hh tcm 6anee b KjunnmecitHX 
ycnoBHHx. BnepBbie noKa3aHO, hto npn ^rniTenbHOM npwMeHeHHH Manbtx ^03 TaypHHa b kjimhukc Ha 
6ojibHbix c caxapHbiM ^Ha6eroM o6ohx TwnoB BoccTaHaBJTHBaeTCH HOpManbHbiH (}Kx;<J)OJiHrniAHbiH cocraB 
3pHTp0HHT0B, a TaKJKe OTHorneHHe xonecrepHHa k ^oc^ommi^ahd. B KpOBH npn 3tom cHuataercH ypoBCHb 
TpMrjnmepH^OB. CTa6nnii3 aipiH Te^eHHH 6ojie3HH h b HeKoropbix cjiyManx yMeHbmeHne ypoBHH caxapa b 
KposH HBJiHJiocb cjieflCTHHeM MeM6paHHBix H3MeHeHHH vl, cooTBeTCTBeHHO , Mera6ojiH3Ma ymeBOAOB. 

Bbi6paHHbie ^oabi ^jih Jie^eHHH cocTaBJiH/iw 0,5 r ^ea pa3a b ^eHb b Te^eHKe nepeoro Mecm^a. B 
jjanbHeHmeM, KaK noKa3a/i onbiT, flocTaTotmo 6buio h ^o3bi no 0,25 r pa3a b j^enb c nepepbiBaMH b 
onHy-^Be HeAejin. EojibHbie, KOTopbie othmtiho "nonura" Ha Taypime, ^axe He coojno^arra CTporow 
yrjieBojpioH pvierbi. 

KjiMHHiiecKHe flaHHbie. 

noA HaojnoneHMeM HaxonHnocb 20 6onbHbix, crpaflaioinMx caxapHbiM nwaoeTOM. M3 hhx 6buio c$opMHpoBaHo 
flBe rpynnbi : 1-h rpynna 10 iienoBeK (5 Myxqm h 5 meHUQiH), 6ojibHbix caxapHbiM nHa6eTOM 
HHcymnoaHHCHMoro nma (I run): 2-h rpynna 10 nejioBeK (6 My^^HH, 4 xemnHHbi) c caxapHbiM jn*a6eTOM 
HHcyjTHHOHe3aBMCHMoro Twna (II Tim). CpejjHHH B03pacT 6aabHbix 1-h rpynnbi cocTaBHJi 27 -hi, 9 jier, 
njiHTenbHocTb 3a6ojieBaHHH b stoh rpynne 6ojibHbix cocTaBHna ot 0,5 np 16 neT. Bee oonbHbie 3toh rpynnbi 
nonyMajTM HHcynHHOTepanrao b ^ByKpaTHOM jm6o TpexKparHOM pemuMe, cpe^HHH cyTOMHan ^o^a KOTopoiS 
cocTaBJTHjra 0,65+0,03 e^/Kr Maccbi Ten a. Tewem** ^wa6eTa b 4 cjiyuanx 6bUio THHtenbiM y 6ojibHbix 
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OTMenajiHCb AHafSenraecKiie cocyjpiCTbie ocn o jkhchhh CcfwaOei'irtiecKaa He$poaaTHH, perwHOiiaTUH) b 
upon n<j>ep aTMBHOM cTamiw. OcTa/ibHbie 6 MenoeeK crpa^anv? caxapHbnwi>A*ia6eTOM cpe^Hew CTen^HM 

Bo BTopyio rpynny noA6wpajmcb 6oribHbie c snepBbie BbiHBneHHbiM caxapHbiM ^na6eTOM, He nony*iaBnnie 
paHee HHKaKOH caxapocHMJsaioineH Tepan™. Cpe^Hwft B03pacr 6onbHbix 3T0H rpymibi cocTaHwi 52-1-4,2 
ro^a. TeneHne ppLafierra. b 3Toh rpynne 6ojibHbix 6buro cpe^Hew creneHH Tjuseem, nocKonbKy flocTHTHyrb 
HReajibHOH KOMneHcauHH Ha (J>OHe flHeroTepanHH He y^aBanocb. OnHaKO BbipajKeroibix nnaoeTHHecKHX 
cocynncTbix ocno^KHeHHH bo 2-Vl rpynne 6ojibHbix He OTMewanocb, xoth B03pacTHbie npoHBneHHH 
aTepocKJiepOTMuecKoro nopajseHHH OTMe^anocb y 8 6onbKbix A aHH0 ^ rpynnbi, trro npOHBJiHnocb 
raneMiraecKOH 6ane3HbiO cepAna h apTepHaribHotf rraieproHHeH. 

B uejiHX H3y^eHHH KJnonraecKoro 3<)xj)eKTa Taypiraa 6onbHbie 1-h rpynnbi nojiytiann <J»apMaKoneiiHbiH 
npenapax Tay(j>0H b coctohhhh KjamHwecKOM KOMneHcauHH Ha <J>oHe HHcyjnmoTepanHM. B 3HfloKpnHojiorrai e 

nOHHTHe KJIMHMMeCKOW KOMneHCaUHM BXO^HT CJI€AyK)mWe KpHTepHH: rJIMKeMHH OT 8 flO 11 MMOJlb/n; 

arjnoK03ypWH 5-10% or caxapHOH ueHHOCTH rampi. B Te^eHne Mecnua HaojnoAeHHH • "He 6bino BbiHBneHO 

HMKaKMX n060MHbIX 3(Jxj>eKTOB, ajXTieprWUeCKMX peaKUHM, a TSKme W3MeHeHHH CO CTOpOHbl KJIHHHMeCKHX 

aHa/ni30B KpoHH, MOHH, 6H0XHMWHecKHX noKa3aTeneH. Mepe3 8-10 ah nocne Havana TepaimH Tay<j>0H0M 
6onbHbie OTMeHajm noRBJieHne rimornHKeMiraecKHX coctohhhh, hto Bbmy macho cmixaTb A° 3 y BBOjjHMoro 
HHcyjiHHa. nocne KoppeKTHpoBXH cyrotiHOH A 03bI HHcyraraa OTMe^eHa ct a6itmi3 anjin Te^emiH caxapHoro 
AHa6era. mto npoHajranocb jjocroBepHbiM CHUTKeHHeM cpeAHecyroHHOH pjotkcmhh (10,55 * 0,39 MMOJib/ji ao 
neweHHH, 8,03 * 0,04 MMonb/n nocne Teparmw; p < <0,001) h aMnnnTynbi raHKeMiniecKHx Kone6aHHH (c 3,79 

* 0,48 ao 2,81* 0,026 MMonb/ji; p < 0,05). flocroBepHoro chjukchhh cpe^ecyTOMHOii A03bi MHcyjoraa He 
oTMetianocb, xoth b cpe^HeM cyTomiaH ^o3a cmuKanacb Ha 4-6 enMHim. CneAyeT OTMeniTb, *rro HecMorpH 
Ha CHHTseHHe A 03bI HHcyjiHHa Ha (J)OHe rrpneMa Tay<{«Ha b 50% cjiyuaeB 6bura A 0C ™ rH y Ta HAeanbHaH 
KOMneHcauHH caxapHoro AwaoeTa, *rro npOHBJiHJiocb HOpMornHKeMweM h armoK03ypHeH (rjnoK03ypnH ro 
TepaimH 41,08* 5,79 r/cyr h nocne ne^ieHWH 8,54* 2,73 r/cyT), hto HBJiHercH *ipe3BbraaHHo TpyAHow 
3aA a HeH npn nenemm 6anbHbix, crpaAaioinMx caxapHbiM A Ha ^ eT0M I Tvma. Ha (|>oHe npueMa 6anbHbie 
0TMe*ianM ynyMUiemie o6mero coctojthhh, yMeHbmeHHe cna6ocTH, 6oneH b hhxhhx KOHewocT5^x. 

HaoVnoAeHHe 6onbHbix BTopon rpynnbi noKa3ano A°croBepHoe CHHiseHHe cpenHecyTo^HOH rratKeMnn (c 10,69 

* 0,58 ao 8.01* 0,6 MMonb/n; p < 0,01) m aMnrarryAbi rmiKeMHtiecKiix KOJie6aHHM (c 5,16* 0,088 ao 
3,72* 0,81 MMOjib/n; p < 0,05). BMecre c reM TonbKo y RByx 6onbHbix 6bina A 0CTHrH y Ta wAeanbHaH 
KOMneHcanHH caxapHoro nwaoera^ rto mojkct 6biTb pacneHeHo Kan "oTJiHMHbiH" caxapocmiKaioinHH 3<J)(J>eKT. 
TaKHM o6pa30M, 3<Jx()eK twbhoct b Taypiraa npw caxapHOM Awa6er€ II Tuna HecKOJibKo imme. 

Pe3ynbTaTbi HCcneAOBaHHii. JJaHHbie o MeM6paHocTa6wmi3HpyK)meM AewcTBHH Taypiraa npn caxapHOM 
AHa6ere. 

1. I/l3MeHeraie <J>oc<J»aniinHnHoro cocTaBa MeM6panbi apHTponirroB ^ejioBexa. 

B KauecTBe ocHOBHoro KpHTepHH 6pajtn w3MeHeHHH OTHomeHHH 4>oc4>aTHAnn3TaHonaMHHa (OS) k 
$oc(j>aTHniinxojiHHy (OX) ochobchbix (Jjoc^ionMiiHAOB, CBOHCTBeHHbix BHyTpeHHeMy h HapymHOMy 6Hcnojo 
KneroxiHOH MeM6paHbi. CoAepKaHMe Bcex onpeAenHeMbix (j>oc<J)ojiiimiAOB 4 )OC 4 )aTH A H - rixariM " Ha, 
<J)OC<J)aTHAHncepHHa, c (^mhtomiis jtkh a, jtit30<J)OC (}) aTMAnjixomra a h (jxx^^aTMA^^anojiaMnHa npMHMMajiM 3a 
100% h noAcwHTbtBanH npoqeHTHoe coAepxaHHe KamAoro. 

AaHHbie npiraeAeHbi b Taon. 1. 

CpenHee cooTHOiiieHHe 03:0X p/ui 3A0p0Bbix 6onbHbix 1:1. 

CTaTHMecKan o6pa6oTKa noKa3ana, hto pa3HHna Mexny nji4>paMH, xapaKTepH3yiomHMH <I>3:<I>X a° m nocne 
neHeHHH AocroBepHa p < 0,01. 

2. BaniHOH xapaKTepHCTHKOH capKoneMMbi HBJiHercH OTHomeHHe xanecrepHHa (x) k fyocfyommMRaM (OJI), 
Stq OTHomeHHe xapaKTeproyeT mecTKOCTb MeM6paHbi, W3 KOTopoH BbiTeKaer aKTHBHocTb Aenoro pHA a 
MeM6paHHbix (J>epMeHTOB- 

flaHHbie npuBeAeHbi b Ta6n. 2. 

B KOHTpone (y 3A0p0Bbix moAew) OTHomeHHe KoneonercH or 0,7 ao 1,5. 

TaKHM o6pa30M, wepe3 MecHA nocne neneHMH TaypraoM AOCTOBepHoe H3MeHeHHe (p < 0,05) Ha6moAanocb 
TOJibKo Ann TpHrnHuepHAOB. 

HaHHbie 06 H3MeHeHHH KOHAeHTpaurai TpurnHAepHAOB o6n;ero xonecrepHHa, xonecrepHHa nnnonpoTeiraoB 
BbicoKOH nnoTHocTH h nHnonpOT€HHOB HH3KOH nnoTHocTH b KpoBH 6ojibHbix caxapHbiM AwaoeroM 
npHBCACHbi b Ta6n. 3. 

J^ocTOBepHtie 3HauMTejibHbie M3MeHeHMH npw neMeHHH TaypHHOM BbiHBneHbi TaKme Ha ypoBHe Knero^tHOM 
MeM6panbi, HeM h o6ycnoanHBaeTCH KnHHHHecKHH adwbftKT npenapaTa. 
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3aKJH0MeHHe: 6burw nojjTBepHmeHbi npejpioji ar aeMbi e MeM6paHHbie 3<Jx}>eKTbi Majibix jj° 3 Taypima npn 
jryiHTenbHOM jie^ieHMH 6onbHbix c caxapHbEM ^na6eroM. BnepBbie nocne no^o6Koro jieneHHH nanyueHbi 
o6TaeKTHBHt»ie /jaimbie 06 yjTy*nneHHH coctojthhh m cTa6Hjm3 aurai tcmchhh 6one3HH y naujieHTOB c 
#na6eT0M KaK nepBoro, Tax m eroporo runa. 
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Claims [OopMyna H3o6pereHH5iJ: 

npHMeHCHHe TaypnHa b Ka^ecTBe MeM6paHOCTa6wnH3Mpyiomero cpejjcTBa pjw jie^eHWH 6anbHbix c 
MHcyjtHH3 aHHCHMbtM h HHcyjTHHHe3aBHCHMfaiM caxapHbtM ^Ha6eT0M. 
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Drawlng(s) [MeprexH]: 

T a 6/1 a u a 1 



OTHOLueHne <t>3:cDX y 6o/ibHwx caxapHUM flna6eT0M ao m noc/ie /le^eHWfl Tay^oHOM 



Mnuon RnnLunrn tm n 
rtUMcp UUJlbnUlU, Irlll 




a6eTa 




1. I 


1,42 


1. 1 


0.97 


2. I 


1.75 


2, II 


0,94 


3. I 


1.66 


3. 1 


0.23 


4, II 


1.46 


4. 1 


0.29 


5, II 


1.58 


5. II 


0.97 


6, II 


0.94 


6. 1 


0.96 






7. II 


0.67 






8. 1 


0.68 


n=6 


X=1.47 ±0,29 


n=8 


X=0.71 ± 0,36 



T a 6 /i w u a 2 

l/l3MeHeHne OTHOiueHMfl xo/iecTepnHa k 4>occt)0/}nnwAaM MGM6paH 3putpomhtob 
AO w noc/ie zieneHnfl TaypMHOM 6o/ibHwx caxapHUM Ana6eTOM 



cDaMM/iMfl 6o/ibHoro 


X:<t>Jl 


Tun Ana6eTa 


AO zieseHMR 


noc/ie /leneHMfl 


neTyxoB 


2,15 


1.18 


1 


XeBpO/IMH 


1,96 


0.82 


1 


BuHorpaACKni/i 


2.76 


1,05 


II 


ripoxopoe 


2.12 


1,4 


II 




X=2,25 


X=1,1 
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